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□ ^>^>- l 4 - 1: Kn#S/- 2 -i/^ n^>^>- 1 ->r>StJf-e 



[»#^2] C-fb 1 ) T?*S*lS4, 5 -i/M Kn^f*/- 2 

>-^> - i 4-tKn**/ - 2 - is? u^y^-zs- l -*>&tf^-n*> 

[»^3] 5* Offci) Testis 4, 5-s;kKn**/-2-i/^n^ 
l 4 - n Fn^^-2-y^D^>r>- l -Jri/^m 

4, 5-S7kFn*J/-2-J/^D^>r>-l-t>il«#*f«, 4- 

[#gH§©fNfflfcM] 
[0 0 0 1 ] 

[0 0 0 2] 



o 




OH 



1 



Hill#2 0 0 0 - 3 0 



1 1 —2 6 4 5 



mmntLxit. &&{&mftM* 4>xv>&ttm* mmm. #m&ttm. m 
m^m^o&B^&mmit. mmzm-gmj-zK®* y«-^-rs^i?fft>ti 

[0 0 0 3] 

(Hepatocyto growth factor :HGF) #jf,ffi£#l> *©&#lfiHBtj&*£>, #$1 
, 5jf§g£:ft,£. [Gohda, E. et al. : J. Clin. Invest. , 88 414—419, (19 
88) ] „ 3&»C, tFHGF©cDNAt^n-->^S*l, HGFCl^il 

fDj^lCcS [Miyakawa, K. et al. : Biochem. Biophys. Res. Commun. 
, 163 967-973, 1989) ] . £ tc. jfM0MtM4&:ft^£-&£ scatter factor 

(SF) &J:tf, MMifl£IMH^T*&-5tumor cytotoxic factor (TCF) i: H 
G F#H— iftfc'e&SCIfcfclB&jWCJfcofc [Weidner, K. M. et al. : Proc 
. Natl. Acad. Sci. USA 88 7001-7005, (1991) , Shima, N. et al. : Bio 
chem. Biophys. Res. Commun. , 180 1151-1158, (1991) ] . 



2 



ajlE#2 0 0 0 - 3 0 
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HGFteBmi&mMftm. ^y/^^^^m^m. mn^-o^m^m. 

[0 0 0 4] 

it. (Jt^TN G F £B&"3") T*S>-5>o NG FliM$J*JS§Ptf);*:#fflfl&14 

j£ i: S£*VT^ 6 (77^7^7, Vol.22, No.2, 147-151 (1986) 

, :g^¥t#^, Vol.3, No. 6, 751—758 (1986) ) 0 

&mzmwt3i&&> nvy7 j &3 L )vm&M>mm (cad ^©^L^f&TtffSit) 

*>nZ^Z> [Annu. Rev. Neurosci. ,3,77 (1980) ] „ 1985*£tC^ V V Fw £J§ VNfc 

EMBOJ.,4 ,1389 (1985) ] , N G F ©BB36#& B S nfc. 

> h >»»^*#©!K©»^'ett. G A B A^SttttM0i^ t ftlC 3 ij 
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1 -2 6 4 5 



JBfcfcfMB^SifctfW^jWCSft (Science, 234, 1341 (1986) ) , #gj&#N 

GFfcH&LT^5iffffitt#fB»a*vrv**. $£>tc££, #«©#&gEA©=E 

flg<39^44#^g&C&£J£*f&fCNGF SrjKrttR^-rtltf, ^14 £ AWlL&S 3 £ # 
T'£, CAT?Stt©teT%l»tfS-£#*£3*lT^<& [J.Neurosci.,6. 2155 

(1986) , Brain Res., 293. 305 (1985) „ Science, 235 ,214 (1986) , Proc.Na 
tl.Acad.Sci.USA,83. 9231 (1986) ] „ * fc5Mg©£tfW»XBBiffl*8£ J: We 

oT^-BifctfSEWStlTV** [J. Biol .Chem. ,259,1259 (1984) „ Biochem.Bio 
phys.Res.Commun.,136,57 (1986) ) . $.fc, Z. <Dto&Wmi& J P 7 X h U If V T 

(l -Mamas) fe<fctKrx hn^j T«J!Sa)S*?iJ[tca<r©«'3sea»Jt&in^. 

St, ij^rzi-^^. > (y^/3ChT*7U>, xhT*7U>, h~-/\°^>) #NG 
F^jfc{^»*&jS?-;ifc#JLfflS*lTV** [J. Biol. Chem., 201, 6039 (1986) 
, Febs Lett. ,208,258 (1986) ] 0 

7t?f££*l£0T% KOUNG F*«WS«IB©««S5feS:(E"r?&«JBI^ LTffiV** 

Lj&»Lfc#e>, N G F &#S#l^S©?&ii:^ffl I <!: ^ t bfei^, NGF 
ttNG F&^5li:1-6WftlWIIS©ffi<iS^tcaLT^ftWntijQ:e><fe^L, cp*B 



Hil£4#2 000-301625 



#¥l 1—264539 



j&v^ z<dn g f zw.&ffifaizftmw^&zm^TnA-t 2> Z. tit. 

[0 0 0 5] 
[$§BJI#8?& L J: ? £ t 

te-cnm-t zomisiim-gtewmm £#e> 3 ^ & < . 

[0 0 0 6] 
[0 0 0 7] 

[0 0 0 8] 



ttSSE^ 2000-301 625 < 



1 1 —2 6 4 5 



[ft 2] 



O 




OH 



[0 0 0 9] 

^mmo^m^ay^mM. ^ (ft2) x-mztiz*, 5-*;*: Kn*s/-2-$/ 

V u^y^y- l-yi-y, 4 - 1: Fni3f£/- 2 n^>-5^>- l -*yRZ$ 

*|g^C5||3(D^^tt. 5$ (ft 2) T^$tlS4, 5-i?tKn^e/-2-i/ 

□ fsy-y-y — 1 -*y£%i%d. 4 - b: Fn^p i/- 2 p^>5 L >- l 
y^mm. 4, 5-i?iL Fn^rt/- 2 -2/^n^>-r>- 1 -#>f5##-M«J 

*&mm*>\$. 5£ (ft2) T^$tl-54, 5-*>fc Fn*S/-2-*/*n<*> 
5^>- 1 2 -5/^D^>5^>- 1 -^">S.tJ tJ ?-tLe>© 

[0 0 10] 
[5g^OH^©^ffi] 

t, #{c$/^n^>^y ytm-tz) (Dm&^mt^frtezjj&vibjEkK. ft^ 

CA-jK/W Kl/- hU-9— 5 1 (Carbohydrate Res.) 
. 124 7i, 121 7~2 2 2I (1993) „ ft 7 V Z 

(Helvetica Chimica Acta) , $55|, ^2 8 3 8~ 



tfHEtf 2 0 0 0- 3 0 1 6 2 5 ! 



11—264539 



2 84 41 (1972) ] T'^LTfcS<, ££?n>gL tfn>M!##, 

mmw®.m-e%z>* *feitie>ttwo9 8/i 3 3 2 8-&^tcia«s*i, & 

•T^±ia*D^». ■€-©»^«f»f i »^S59!©^3©»q!lcfev%T4ttc#aK: 

#2gfJI|lCfcl'>T4, 5-j;tKD*J/ - 2 -y^D^>f>- 1 

) ~ (ft 6) Tf^sns^* n^>^y >ss###48^3*i*. 

[0011] 

C4HCPi:i!tS) ©§g^#&tev^& J: <> -fb^^«ST»W58 U 
Tfc&V^. ^<Z> l/Ttt, #^;*J (Tanaka, T.) h 9 

/\Fn> (Tetrahedron), f 3 2i, ^1 7 1 31 (1976) ) , -J-^ (Nara 
, M.) h(Dl5m [-r Fn I3 6i, $3 1 6 11 (1980) ] . %. 

ZfifJV (Gill, M.) ^)0^ (*-^h7'J7> ^T^h 
U- (Aust. J. Chem.) , f34#, I2 5 8 7I (1981) ) ifi&\rfhtl& 

. ift&©#iStt^/*«iB##<««T?&y, jr^^<& < . aws©,& usages? 

TfttfcV*. 4-i/^D^>f>-l, 3 -S^V-feifrfb-fey £A (III) 



7 



mtiE#2 0 0 0 -3 0 



1 — 2 6 4 5 



ZL*ie>ttPCT/ J P9 9/0 0 1 o K*M#IB«<Di?g 
tfe4 HCP^4^£ti#Jcpg5£tefcv^\ 4 hc p Sr^-raJblBinSWra 

1-&%©T*&*u£|5S)et±ftv^, TfiB^; (ft 7) , (ft 8) -e^stis-^of^ 

##09a*3*l*. h Sr^f-Mb 

<®<Dtiammmwi^f&-tz>4 - (9-7f--;i/) - z -t/tu^y^y- i 

(J£TK 4ACPW) . 4- (9-^T--;i/) - 
y-\-*y (WT. 4 GCP , 

t;^/B-e%£o tifci/lruiy-rJ y> *y$ u^y^ J ymmifr. 4HCP, 4 

So 

[0012] 



[0013] 



[ft 3] 



w 




8 
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&*l*"f*. fit, 91 XjliOH, Yjii=0, Zjtt 

HT'fe'J, ftfi^i/? n^># >g!(Z>«^, X 1 ti=0, Yj^OH, ZjliOHT' 
^fcW^iS H£-Mft-£fc**e> S Hi?:^^^lT^5) 
[0 0 14] 

[ft 4] 



[0 0 1 5] 
[0 0 1 6] 

[ft 5 ] 



[0 0 17] 

(5£cK R 3 , R 4 li|SItJ-e*>oT : fe;M^oT%^<. flgJttrftl£* 
X«^*flll»JMST?i&<&. -fib. R 3 =R 4 =H©*^&»<) 
[0 0 1 8] 




O 




9 
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[0 0 19] 

LZMVfc-tz. fbt, J/^n^f>i©i^ x 2 iiOR 5 , y 2 «=o, z 2 
ttH-e&y, -ftfi^^^n^>^>^©s-^, x 2 ii=o, y 2 «or 6> z 2 «or 

7 t?&»j, R 5^ R e^ (co) ~ R 9^ R 6 l * H ^ R io* (co) ~ 

R U-> RgliH % R i2 x — (CO) R i3 ^ R 8" R 9" R 10" ^11" ^12* 
T'feU, R 9 , R ir R 13 &H-e& <fcvO £;§:i*-t6o IlRg=R 7 =H$:i< 
[0 0 2 0] 

Mb 7] 



o 




[0 0 2 1] 

SS„ <IU n = OT'R 14 ^Hffli^?:^<) 
[0 0 2 2] 



ffifE#2 0 0 0- 3 0 



1 1 -2 6 4 5 3 9 



Mb 8] 




W 3 — S 



-OH 



[0 0 2 3] 

(5£tfj, WgttSH^^b^fr^ S H£|&V^$g*-e&.5) 
[0 0 2 4] 

5£ Mb 3) T^^S^D^^/^fl^ttCoV^teWOg 8/3 9 2 9 

^fcS/^n^>^y >^^{csHS^<b^£^#n-r£^£icj; 

£UTteTf35£ «b9) — Oftl 2) T^^tl-S^b^^fe-Sc fc£JSAT. 5£ ( 

-fb9) -e^$ti-5<b^$:#icGMi:^-r= 

[0 0 2 5] 

Mb 9] 



H 2 N — C H — C H 2 — C H 2 — C — N H— C H-C-NH-C H 2 — C O OH 



A 



OOH 



O 



CH, 



O OH 



o 



[0 0 2 6] 
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[ft 1 0 ] 



H,N-€H-CH,-CH,-C-NH-CH-C-NH-CH 2 -COOH 



A 



OOH 



O 



O O 



CH, 




-OH 



-OH 



[0 0 2 7] 
[ft 1 1 ] 



HOOC-C-CH -S 
NH, 



OH 




[0 0 2 8] 
[ft 1 2] 



HOOC-C-CH, 
NH, 



O . 




)H 
-OH 



[0 0 2 9] 

5£ (ft4) -e^^tl-S^^n^V^y >mmmz^>^Tl$WO 9 8/4 0 3 4 
6-if^#, 4#H¥1 0 - 2 3 1 6 5 9-^M#CiWC|B«£*lT£ 1 ;. 



1 2 



£tt!E# 2000-3016255 



i 1 — 264539 




c ^§Sr>* n^o-r^ >mmibt lt&, *;r"fe^^J/^D'<>T-y s^'O 

fc^-T., £fcTiB5£ (fbi4) tci?/<>i/-f;i/i/^D^>^y > 

[0 0 3 0] 
[ft 13] 




[0 0 3 1] 
lit 1 4 ] 



? 



>— C— C 2 H 5 



-O— C— C 2 H 5 



O 



[0 0 3 2] 



1 3 



ftiflff 2000-301625 
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5£ (fl;5) v^tztizist ukz/t-j >s§^£Mco^Ttiwo 99/0034 

9#^«icsfnnjcgB<EstiTfey, i/^D^>x-y ytmrnms. ^m&x& 

&4 -/<>^S/^ n ^y^f-j y si—?- A/* 5 -s<i/.*?ji>*/9 wiy-?- J >x- 
•r;K 4, 5-^>^>i/^D'<>f>' >x--x;K 4 - t 9 UK 
y^jysi-TJV. 5 - 1 -zff-A/i/ir u^y^rJ >x-^;k 4, 5-s?-t 

>x— r-,n/CD«3g«:TaBS; (ftl5) IC, 4, 5 t --f*fr*/>7 U^y^r 
J >x-^;i/0)#^$:TIB^; ttfc l 6) lc^i-„ 

[0 0 3 3] 
[ftl 5] 



o 




OH 



[0 0 3 4] 
[ftl6] 



O 




■O— C(CH 3 ) 3 
O— C(CH 3 ) 3 



[0 0 3 5] 

5$ 0fb6) T-mzftzis? u^y^; ymmmz-z>\,^xi3.!&m¥-i 0-232 

it 5) T*gi£*i"5ffc-£4£i£ s H«^fb£-^, WX.&t/XT'O* lfji#?-7ry 



1 4 



ffi§E# 2000-301625: 



#5J2 1 1 — 264539 



mmzm&a ttt-egs. mmnmft&m zLTitrntt uti d . uti 8 

[0 0 3 6] 
lit 1 7 ] 



? 



^— (CH 2 ) 4 — CH 3 
.O 




? 



? 



H 2 N— C H— C H 2 — C H 2 — C — N — C H-C-N-CH-C O O H 



A 



OOH 



H 



H 



[0 0 3 7] 
[*fc 1 8 ] 




■O— C(CH 3 ) 3 
-O— C(CH 3 ) 3 



H 2 N— CH— CH- CH 2 — C— N- 



A 



: H— C— N— C H 2 — C OOH 



OOH 



H 



H 



[0 0 3 8] 



ffill#2 0 0 0 -3 0 
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[0 0 3 9] 

5$ (ft8) T'iSll§4HCP|#<*iiPCT/JP 9 9/0 0 1 0 9W 
>^££j£fS£i*£3£KJ: y#5^i:ms„ ££4 HCP^WCSH 

t'ts. mmnmft&mt lt«t§35£ (fti9) T'mztizik&qatf&z. 

[0 0 4 0] 
[ft 1 9] 



H 2 N— CH— CH 2 — CH 2 — C— NH— CH— C— NH— CH 2 — COOH 



COO 



H 



O 



O 



CH- 



-OH 



[0 0 4 1] 

*mwiz&ttzm&mmzm^z)&Mm*£&&izv&fetete^j)K hgf, n 
-y- x xu^D^ifx ^n>7K3i<x^>. t*h]bj«j*h-?\ >r>^-n-r^> 

31 (>f >#-0-f =¥>2, 3. 4, 5. 7, 9. 11, 15), BftJIg^B? 
[0 0 4 2] 



1 6 
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[0 0 4 3] 

n g f \$nmmM(D£.&^mm vr=. y > ngf ©as^j@2ic^o 

[0 04 4] 
[0 0 4 5] 

fciBS/^D'O^y ^^n^>^y>^#:, 4HCPW4HCPii 
7 >8i##, 4HCPM4 HC P«S##3^e>»iRStlS<b-^*«:^afr^fci' 

>f >#-n>f 3f> 1 2temM#i$fCAPC<fcyjg££*U T h l#ffljB&£f§*t 
[0 0 4 6] 



£tifiE# 2000-301625 



1 1 —2 6 4 5 



Jg(C, i/tVOTJy. i/9 U^y^-J >S§3Mfc, 4HCPW4HCPi 
Wmon&iZ £Z> HZ ^£.m&2ftX^2>o ^^>B1^B1 2lCte 

^n^&n^^iz^x^\i^^m^^(DmM^mmM(Dmm^^m^^ 

(Folia Pharmacol. Japon.74: 721 — 734, 1978) „ 

LfrLtetfb^mDN Atammmmftj y*v ym^mm^. hgf^ng 
Fom&znmLt-v. ffimom&^mm<n\m&?&®^i^^x&mgt2nx 

[0 0 4 7] 

, WSm* ScSffll, K?B3!U J$83!U it^m^&iDAT, S&ftl 



1 8 



ffilE#2 000-301625 
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[0 0 4 8] 

merit. WX&^yzfy, 9L& a*u v>^-/K #;i,tf^>*^;i/-fe;i/n- 

« £ IB^-T S 3 i: S o 

S/^n^OvV S/^n^>-T-yi/S8»^ 4 H C PRD t 4 H C Piift^b 

^-«^IiKS!I*K:^$*l&3ffajER^©*^Al B3»J10j»g~2 00m 
[0 0 4 9] 

*J8W©i'i'D'<>f;X S/^n^O^y >S8##. 4HCPM4HCP 



1 9 



ffiSE#2 000-301625 



1 1 -2 6 4 5 



, h- 1 gf m^mmmmttm^n, HCFm^mm. ngfi^i, h- 

ifcHGFie?0fi?5i#U HGFffll4l:WSf^hA-f> 

^mm^n^^sn^^m^HGFm^mmM^m^x^^^ miz^-miz 
&&m(DHGFm&nmM^ HGF^^omRNA^mma^^^ 

Zf £ {& m h X H G F (D & £ £ if 3£ -t 2> # m <D & £ m K £ 2 i± £ Z. £ iC J: o T 
, HGFjg^*««3ft»tC*B3aS*l«HGF^SI#S!l3{»«li«StlS. ^M*SHi£;fr 
Jfl£:^gi£i± btil H G F 1^0 m R N A OSIR^IIO^t 7 ^ 

*&M(D&&&\zmMLT. Bnmzmmhx^^o 

*|6^0i/^D^>f;X S/^D'OtV >f§##. 4HCPM4HCP 
[0 0 5 0] 



iiJlE#2 000-301 6251 



1 1 —2 6 4 5 3 9 



ffl&fts5/^n/<>T;>^m yvw^y^j ynmfo^mfy. 4hcp 

T£fris?w<y7-j y^mm. istu^yTjynmfc^m®. 4HCPM 
«t 4 H C P 4^ £ 51^ $ ti £ © £ m%J&ft thX ftWVk 

zf/xi*w>ffiLx&z&mm&mik&ximmm&mmi(Dm&mz. ^\zm^ 

? u^y^J y^mm. y? u^y^-j ymm^m^o. 4 hc p-g-*«tf4 

[0 0 5 1 ] 

*$&mxmm-?z>i/t w<y^-J y^u^y^j ynmfa. 4HCP&u t 
4 H C P Sg&ft tt ^ <Z) ^SfSte © ^3fr*tf>i8:# £ fr o T t) tiSti) *x v \ „ 

* ti e> © t) m&itm. & e> ti & v % „ 

M±li^P^-^©«^. J/fD^>f;>, GM, 4HCP, i/^Dtf^^.;i/ 

$/^u^:>^7>. V^-VJ -i )iy? u^yrJ y. y- 2 J >( ;vy 
ifu^yf-jy. i/>fV7f;i/i/^o^>r;x v*y*J<< fri/f u^y-rJ 
y. 4 - 1 -7J-)vyt u^yrJ yn-^Ji. 4, 5 t --7^ fry? u 
^y^/yji-^frmvK i$ztib<nft¥m&<bXi$*nb<DM.a>i<^irftfr$: i 

0 Omg/k g X^ V Xlzmmn&LX %ttt:Ml*m& bftte^o 
[0 0 5 2] 
[HJfeM] 

[0 0 5 3] 



2 1 
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#32 1 1 -2 6 4 5 



(1) 1 0 g(DD-tf)V? UZ/Wt G 5 2 6 9) £ 1 U y h;i/ 

i 2 ir;-e4 ^riiiifctiiii omi iztezitT* m&rmmL 

fc 0 i*ltC»8ft^;b : M : * = 3 : 2 : 2M^©_hM4 0ml £itI;iT^ 
M^KJ;oT*#£±^£MEETift 1 0 m 1 Lfc„ 
[0 0 5 4] 

±ISffimM$:^^A^nv K^5 7-f-i£/'J A^BW- 3 0 0 S P (2 x 
2 8 cm, *±S/U Z/7itm±m) JCT^^f U M^/b : tfft : 7K= 3 : 
2 : 2<Z)±M$:^^i:L,Tli>yi^^-9--T*0. 2 k g / c m 2 \ZMfr U # 
^SmlceT^t^ofc lWfr^V 1 0 m 1 lC&£<fc e>lC:7v^>3* 

5 6 l#fr£> 8 0#^T*<0@^Cl^M^©^^D/<>-^y >*^^tlTV^fco 31 

$:^ffiTii^-rer i:lC«i:oT 1 0 0 m g n^T 1 / y *m&* 
[0 0 5 5] 

ZWmft^Khrtv :/S#^2*£;g^fcJlTOH P LCT^ItU 2 15 

[0 0 5 6] 

(2) i/^P^>f ; >3 Omg, DM A P 16mg, h'Jxf^75> 

6 erngS-t^MTK^atf^-^^ (m^ft^X^ttSS P0513) 8 6mg5:5 

nn*;bA : ;-)i=2 o o : 1 £HHg?£iS£ Lfei/U jjffrmmvn v t> 

Rf = 0. 5 — 0. 6<D®ft<Di/V%tffr$:mmfr 

[0 0 5 7] 
X H-NMR 

6 7. 4 5 ( 1 H, dd, J 2-3= 6 . 2 7 Hz, J 3-4= 2. 15Hz, H- 



ffi|E# 2 000-301625 
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3), 6. 42 (1H, dd, J 2-3= 6. 2 7 Hz, J3-4=l. 4 9Hz, H 
-2), 5. 91 (1H, m, H-4), 5. 16 (1H, d, J 4-5= 2 . 9 
7Hz, H-5). 2. 46 (2H, dd, J=l 5. 01, 7. 59Hz), 
2. 42 (2H, dd, J=15. 01, 7. 59Hz), 1. 18 (6H, d 
d, J = 7. 5 9, 7. 5 9 H z) 
[0 0 5 8] 

(3) Z/>7 u^y^-j y<D i mtK^i o o h 1 1 2 0 0 mM^;i/^t> ( 

MtcM : ±iJ =7 << V %±WM : 1 7 0 - 1 0 ) imW. (pH3. 0) 5 0 0 /t 

-7 A ;1/#-T*3jEU J^TCD^#T'HPLCT-#IIL£:„ 

*7A:TSKgel ODS-80Ts ( 5 n m) . 20mmX25cm 
: A 0. 1%TFA7K^?^ 
B 0. l.%TFA/50%7th-h'JMM 
g^it : 7 . 5ml 

9*5 Vtt h : 1 0^RI^ttffiA-»5 5 ^^WT#»fflA fr£ A : B = 1 : 1 

- 1 5#frttT^»*BA : B = 1 : 1 frb^KfffiB 
l&ffi : 2 2 0 nmlCfctfSPRftM 

JbffiiRj£?R2 0 0 a 1 £H P LCJC^W, ^J#B#f^3 5. 7^ 3 6. 1 #0) 
[0 0 5 9] 

£©«|gft<D*3i&#ffiLfc. gttt&£ift (NMR) h;K St**^* 

Ml/ (MS) *WfcLt=. 0 "£<D%£m:Z£ATlZ7jk? 0 
1 H — NMR 

6 2. 0 9 (2H, m, 5' -H), 2. 28 ( 1 H, dd, J=13. 0, 
20. 0Hz, 5-H), 2. 44 (2H, m, 4' -H) , 2. 78 (1H, 
dd, J = 8. 5, 14. 0, 1* — H) , 2. 85X&2. 89 ( 1 H, dd 
, J = 3. 0, 6. OHz, 5-H), 2. 9 2 X & 2 . 95 (1H, dd, J 
= 1. 0, 5. 5Hz, 1* -H), 3. 86 (2H, S, 9' -H), 3. 9 
5 (2H, m, 4-H, 6' - H) , 4. 46 (1H, m, 2' -H), 6. 4 



2 3 



ffigE# 2000-301 625 



4f ¥ 1 1 -2 6 4 5 



73Z.&6. 49 (1H, d, J = 3. OHz, 3-H) 

SftftttO. IN DCli*^l«U HOD<Dlt¥i/7 h-fit£4 . 6 5 
p p mi: It^L/fe. 
[0 0 6 0] 

13 C-NMR 

626. 3 (5' -C), 3 1. 7 (4* -C), 3 1. 9XK3 2. 1 (1 
' -C), 39. 3 (4-C) , 41. 9 (9' -C) , 42. 2Xtt4 2. 3 
(5-C), 53. 3 (6' -C), 54. 1 (2' -C) , 133. 5 (3 - 
C) , 154. 4 (2-C), 173tfifi(3' -C, 7' -C, 8' -C, 1 
0' -C) , 2 0 5. 8 ( 1 -C) 

SftftttO. IN D C 1 S**«C*»U i?**-9->0ft# ^7 MIS: 6 7 
. 4 p p mi: LtiL/fe. 
[00 6 1] 

^H-NMR, 13 C-NMRCDtf-^ ©!f§«©#-^ttTfa^; (ft 2 0) 

[0 0 6 2] 
[ft20] 

6* 5' 

H 2 N — CH-CH 




[0 0 6 3] 
FAB-MS 

m/z 404 (M + H) +, 426 (M+N a ) + 

^*i;-tn-;i/$:v h u v # Steffi <^£o 

UV A max 251nm (tK) 
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I R v KBr max c m _i 2949, 1710, 1660, 1539, 140 
4 , 12 0 3 

[0 0 6 4] 

- S — >f 71/ — 2-i/# U^y^ls- 1 — 7r> (2-hydroxy-4-glutathion-S-yl-2- 
cyclopenten-l-one) T&ofec 
[0 0 6 5] 

(4) 5W/V% DNA-Na (tt^tt-^ n»J) **»E© p H 14 6 . 5 

i*ltC*HC 1 SriOTLT, pH&5. 5 (CflHSEtfe* t-h^O^^JC 
T. 5 0. 6 0, 7 0. 8 0. 9 0. 1 0 0, 1 1 0 R.& 1 2 0 TC*e 3 ^^*Dl^ 

fee 

IC. ±fBflD*Wra«©±iS;B:tf 2, 4. 6. 8. 10M1 2mM(Z)4HCP* 
l<ilfo^**;bU * D nsfc/l/A : * * 7 -/I/= 4 : 1 ©l^^T' 

Photo/Analyst Archiver (Fotodyne inc. ) 
Tf flt l J j&<2*, 1— DBasic (Advanced American Biot 
echnology s o f t w a r e ) *C Xtfv h ©3&K&8MHtft IT, 4H 

cpotiij: 

•efe'J. «itt4HCP^i (mM) . ffifAttlNlfeffiK CC) *7K~* . WlZm 
■T £5 &C4 HC P(JD£f£4te. SDJR?aS*«lS<5&*K:onTitDnL/fc. 
[0 0 6 6] 

(5) 5W/V% DNA-Na (Ifc^ft:-^ n §g) 7fc?§?£tC#H C 1 
/LT, pH£5. 5&CpS^. V-tfiCT, 12 0°CT*0. 1. 3. 5 



ai£E# 2000-301 6 2 5 < 



1 1 —2 6 4 5 



ilDWl0±itfj04HCP(Dj|g?:, ##M 1 - (4) IC SB* 

im»4HCP4fitt (mM) , PJftttMftra (B#ra) £53^ - Hfc 
[0 0 6 7] 

(6) 5W/V% DNA-Na («c^tfc-^Df5[) ?K?g?£fC#H C 1 
itpH&4. 0, 5. 0. 5. 5. 6. 0 tCfflgbfetjO, WfNaOHJ: 
MtpH$:7. 0{CMSl^t>GD£, U-tflCT, 1 2 0lCt'3^ 

tummmw±m ^oa hc p<Dmmz> ##mi- (4) jcsB«©#a&T?ai 

g^^E3 tc^-Tc t^S3 lip Hi: 4 HCPMlCKI^taT^ 
U, ilfitt4HCPMi (mM) , mmtv H&TTft. MIZyjk-t <fc "5 4 HC P 
pH5#fi$:lf-^tCitiDbfc 0 
[0 0 6 8] 

(7) 5W/V% DNA-Na («S#tt-fD|!) 7R?§$EiC#H C 1 
tLT, pH&5. 5lCMMm. H-h^Oy^tCT, 50, 60, 70, 80, 
9 0, 1 0 0, 1 1 O&tfl 2 OTCt 3 B#MJML3I£ Lfco 

*7A; YMCpack ODS-AM (H. 6mmx25cm, YMC 

; h- h'J;i/7K^?^ 0. 8ml/min 

; 2 1 0 nm 

2 5#{C?#m£4x£4 GCPM3 3 ft S 4 AC P(Z>1^- ? t&^S: 

Sr#»fc. 

g^S04 5 iC^-r. •r^t»t>04 ttiD«ifiKfc 4 AC P^S©I9^ 



aitiE4# 2 0 0 0 - 3 0 



# ¥ 11-264539 



£^-tHT-&u> mmt4 Acp^i (mM) . mmtMm^m. co *B-t 

o a5|j;iDMgi:4GCP4M0Si^^t@T'fe'J, Ii«4GCP^ 

* (mM) % mMittamum CC) fc^o 

04, 0 5lC^-r<k^lC4 ACPW4 GCP»3HWmi 0 OiCJ:^^ 
[0 0 6 9] 

(8) 5W/V% DNA-Na (^^±^^D§g) ZK^IC^H C 1 ZtU 
pH^5. 5lC|I^^ h> V U-VlZX. 12 0-CT'O, 1, 3, 5 

M^^tM^}<0±m^(D4 AC P&tf4 GC P&mg.*. (7) ICfH 

6 %LT$mi iC^-r o -T^t)t>0 6 «MB#f^£ 4 AC P£/&4<Z>BBG& 

s^t0t'$>y, iafi«4ACP^a (mM) , mM^tm^m mm) 

"T. @ 7 iMHrii: 4 G C P4^i©i#?:^tEt'*> U, 4 G C P £ 

^4 (mM) , mmitmmmm mm) ^-t. 

BI6, mHZ^k-t^olZ4 ACPW4 GCPtt. #C 3 *$mT* kT- # ICit b 
[0 0 7 0] 

(9) 5W/V% DNA-Na («E^*t-^nSS) TKi^Kl^H C 1 £#tJ 
AtpH?:4. 0, 5. 0. 5. 5, 6. 0 L £ t) <D. StffNaOHl: 

i0fM.3l#!©±?f t£tf>4 AC P&tM GC P©it^£, ##M1~ (7) ICIB 

^&@8M9 K^-f. t*fc^08«pHil4ACP4M©»il:^ 
f@T'feiJ, I8£$fl&4 AC P£jEfc* (mM) , iftttpH^t. H9»pHh 

4 GCP^jaicwft^tH^y, iitt4GCPM (mM) . mm% 

p H £^i"o 

B8, 09(3fJ;^{C4ACP J S:t>'4GCPH ±UC p H 5 fjifi: £ \£ - V \Z 



£ttSE# 2000-301625 



1 1 —2 6 4 5 



[0 0 7 1 ] 

(10) 0. 1M 2 --ryt^-tz-D- V /J?-* ( S/^ttBD 7fc?§?££. 1 

2i*cT*o. 5, i. 2, 4, i 5\%mtommmist=. 0 

*7A; YMCpack OD S-AM 4. 6mmx2 5 cm, YMC 

#1*41; A :0. l%TFA*ii 

B : 0. 1 %T F A 8 0 %7t b - h U ^TKit 
;0. 8ml/min 

*§aj ;®mmA (5^ra) -^^mMATb^B^oiii^ti^sB (20^1 

) — #»JIB 

- ; 2 1 5 nm- 

7#lc?gtfl£;ft<5 4 , 5 -S/'fc Fn 3f */- 2 -^O^-^-^Otf-^®®?:^: 



2 (mM) . ffifAl±j&[i&i$l&! (^fP5) 010 \Zm 

fJ:e>lC 5l*iai©UlJ»-e4, 5-i?tKD^fi/-2-^>ft-MMIIi 

[0 0 7 2] 

5»; Mif L-Mlie (ATCC CCL-1. 2) 5:0. 5%0>/^h^ 
(^^3tt»i) mM19 9^ T-l. 0X10 5 » 

/m 1 (CiBjSiL 2 4 MC 1 m 1 fo * ^MffiftlCig* U fee 2 HP^# 

«M6£i:»JBfc#, 0. 5%(Z>?$/lfil?f r;i/^^ > 0>**v*±§g) £-£frMl 
9 9JgifcKg£#|;Lfco ^tllCi/^7D^>^y > 1~2 5 /tM) . 4H 

cp (t;i/F'J y^ttiS) 2. 5*m). s;^ntf*^;bi/*D^> 



ffiSE#2 000-301625 



1 1 — 264539 

^jy mmms. 1 — 9. 4#m) zmuv* 24^11^ 

[0 0 7 3] 

NGF Emax Immuno Assay System: -f O ;* j3#M) \Z.TfflLfeht-* t/^D^ 

y^rjy. 4 HCP, i/VnW^i/^n'Of; >tt*S,glk#61lK: L -M#H 





11 ~m 


4 iC^fo 


[0 0 74] 


















-/x *-* / x *xttt£ts5. VM J- V V 




FPfflg (n c/m 1 ) 


u 




S 7 O 


1 


0. 


7 0 0 


2. 5 


0. 


740 


5 


0. 


8 70 


7. 5 


0. 


900 


1 0 


1. 


080 


1 2. 5 


1. 


340 


1 5 


1. 


550 


1 7. 5 


2. 


150 


20 


1. 


900 


25 


1. 


540 



[0 0 7 5] 

[*2] 

gj2 4HCPlc:j:5*SgfiEftBT-gafPg 

Q*M) ^fi^B^gg (ng/ml) 

0 0. 138 
12. 5 0. 3 2 7 
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[0 0 7 6] 

gE3 irfutt— / 

vC/p fcfi*-— ;Uj/? P-<yf; >^gg (mVO #@$gBT-j££ (n g/m 1 ) 

O 0. 1 3 2 
3. 1 0. 164 
6. 3 0. 25 9 
9. 4 0. 257 



[0 0 7 7] 

[314] 



C7V> OffSffl 3B3f«a 6B^ 12N^ 2 4B^ 4 8B$ffi 

4$gf&fiH?i8l£ (n g/m 1 ) 



G/M) 



0 0. 000 0. 028 0. 233 0. 575 0. 658 0. 736 

15 0. 000 0. 050 0. 359 0. 686 1. 186 1. 236 

17. 5 0. 000 0. 054 O. 205 0. 635 1. 535 1. 492 

20 0. OOP O. 082 0. 1 79 0. 58 1 1. 68 1 1. 874 

[0 0 7 8] 
[0 0 7 9] 

mmm 2 

lX10 5 cel 1 s /ml IC1 0%4^»t?:^DME« 

mzmmh ^mrc - sums (cclhi, *B*mm±m) 5 0 0 a 1 £4 

3 0 ffifIE#2 0 0 0 - 3 0 1 6 2 5 



1 1-2 6.4 5 3 9 



1 %4=lteJB]fa»&"£^£DMEi&i6lC^Lfc. tftftfeSfcillU ££IC 

2 4Hi^iLtt, igifeSrEHKL, Quantikine Human Hepatocyte Growth 
Factor (HGF) ELISA Kit (7^-3 2/tttH) fcM^T, igifecF'CDH G F tf>4£ 

Mbfco HGF©£jg*te, ^^f>f^>hn-;i/&ioo%i:ltilfc 

. "fziy h D-M5HG F ©SigUBis 7. 2ng/mlt'$o 

feo Jbffl©K»fciu -?-ti-?n*»»K««. S/*a^>-ry 2 0, 4 0, 1 

6 0^M, GM&, 2 0, 4 0, 8 0, 1 60/iM V ¥ Jt— U ^> 
3 2, 6 4 / aM{C&£> t t:e>fc:8s;&nLfco *3lff'f^3>hD-A/ilL 

^*^>^>Ej?:, 0. 0 1, 0. 1, 1, 1 0 /tiMlC&Si: 5 iC^&DLfeo 
[0 0 8 0] 

"tc r"5< v^'-fny h"u~ jud -? u5C* y ^ > e/* > E^fe £ »; * b& ichgf 
, 3ti^r*HG FommtfimmzftT^z -fu^z v^yvy*. ^v\hgf© 

[0 0 8 1] 



3 1 



&1E#2 0 0 0-3 0 1 6 2 5! 



1 1 -2 6 4 5 



[*5] 



&5 


^n^^V>^g GiM) 


HGFtZ^S&^tiftn (%) 


0 


100 


20 


144 


40 


218 


160 


238 


[0 0 8 2] 




[*6] 




*6 






HGF <D£m&<DlW}U (%) 


0 


1 00 


20 


1 54 


40 


179 


80 


24 3 


160 


3 19 


[0 0 8 3] 




















0 


100 


32 


1 20 


64 


144 


[0 0 8 4] 




£J6«3 





3 2 ffifiE#2 0 0 0 - 3 0 1 6 2 5 
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(1) tMr4i!^±SHI6tT'J)5Hs6 8iJiS (ATCC CRL-1 
6 3 5) £ 1 0%^>fi£i'Ejfil?» (FBS : /Ut-J^f^ f Sr^tfD- 
MEM«t (^3BRLtS) 5%C02 #^ET, 3 71Ct«M 

§g) T-M£3 X 1 0 5 l/ml £ teZ> <fc o \Z±mmmzMiffi U 9 6!rCV>f ? 
D^>f^-^l/-h©#^x;HC2 0 0 MlfoMbt„ ^i5 0f, (3(3*111 
BS^#^lC^JC^o7t^T'^5:^T, 4 0. 1 0 0X1*2 0 0/tMO4 
HCP$:^t5^5:Mfco 9 6 B#R3©# >f An -*£JfeoT, 2 4^f 
oi&Bf|ft(C^#Jh?it£lHliKU Hs 6 8MflStCfe^S t h>T >^'J >^5ita^- 
-1 (h-IGF-1) 4 H C P a>f£S& h-IGF-lfflE 

«Lfeo ^tf>*£JH£«8(C^L£:o 
[0 0 8 5] 

4HCP 2 4B3f«g 4 8^ 7 2^ 96^ 

OiM) h-IGF-lj^fe^£gtt 

(n %/ m 1 ) 

0 0 O 0 0 
40 0 O 0 0 
100 39. 9 lO. 0 9. 6 4. 4 

200 37. 9 1 0. 4 9. 9 4. 2 

[0 0 8 6] 

^8&C^-t<fce>lC H s 6 8 iZiS^^X. 1 0 0 jtiMg±©4 HCP&tt 

Lt~m&iz&. h- I GF14iififili2 4 B#figBlc«*£:&U> ^*i^e>^ 

[0 0 8 7] 

(2) H s 6 8Mm* 1 0%^i/^jfiim$:^t?D-MEM^{CT, 5%C 



3 3 



ailE4# 2 000-301625 



1 1 — 2 6 4 5 



0 2 #&T. 3 7TCT?iM«tCffi5folCfcS*-e*gF*6U h U E D T A?g 

«-e*H!fi£: 3 x 1 0 5 <g/m 1 J: 3 K±IB2tf6lcM3U 9 6Av>f^o 

h©#?x;WC2 0 0 ^ 1 foMtfe. ^t5~7Ht> 
0flg^^#^lCHfntC^ofe^^T^$:^T. 0, 2. 5. 5, 10, Xl±2 

4 8B£f^<JD#^ An-*£5ioT, 1, 3, 6. 12, 24, 4 8^T% B 

m&}izt%m±m : &im®iL. h s 6 sjhubkusw-* h - i g f - i jg£ cb^# 

) iZtt-f&is? UKy^-J >X«GM©j^#S: h-IGF-l©ELI SA-K 

1 t SrfflV^Tffll^Ufe- 

[0 0 8 8] 

H s 6 8ijfflIfSlC33V^> 1 0~2 0 *iM©GM€:^flHUfctS-& , », 
W3^e>h- I GF- 1 6B£f^lCttM^&n©Mm£Jfc^ 
, ^J2^*©h - I G F- 1 #jg££*lfco 

£fe l o~2 o u^yf-J y^^iuvtz^^it. Mj^i B#f?gfr£> 

6B#f^{Cj^ttT, h- I GF- 1 (Dm^m^hntL. 

[0 0 8 9] 

(3) H s 6 1 0%?^Ml»£^frD-MEMiMtCT, 5%C 

02#£T, 3 7 TJT?JM»K:ffijft! U h U > - E D T A?§ 
*T?JWJfiS:3 X 1 0 5 I/ml fcfcS J: ^ »C±flB*&i6»Cj»*U 9 6 3*T-f ?D 

j(Blia*««i6#K:fifDic«eofe^jfe-e«H6«:^T. 0, 2 5, 5 0, 1 0 0, 3Ui 

2 0 0 /iM©4 HCP, 5$ (-ffcl 9) •p*Sn*'fb-&tt (4HCP-GSH) , 
XXXVfrZ^lty (GSH) &-£^-r<&±8B#ifi 4 8 B£B(D# >f An 
-^£]=fc^T, 1, 3, 6, 1 2, 24, 4 8HISt, iSMlftlCig#ii?f fcEUK 
L, Hs68»JiSi:j3Wh-IGF-llt JC*ff h - 
IGF-1CELI SA-Ki t £ M <^ T $Jj£ L o 

[0 0 9 0] 

-e©^^, H s 6 8 $HJ&glC33^T, 2 5~2 0 0 /iMO4HCP5:iiIlfci 
?<fe 1 H^BA^h - I G F - HM^t^oT, -£*l7b^$£B£#J 



3 4 
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KLtt'PVito 4 8l*iaBlCfe^Th- I GF- 1 fg^tt 1 0 0 tiM£k±<D 

4 HCPT^IlfelM^^Jlt 5£ (ftl9) T?3t3*l-Mfc-£4&H:, 1 0 
0-2 0 0 uMCDmmX*. mm.fc&&}teh - IGF-l SS^?Stt#5i«3*lfc. 

&#i!toLfcigtf6K:i«jS&h- IGF - lS^MtttfKfcfctifcfrofc. 
[0 0 9 1 ] 
UH9] 

^9 4HCP>C£5h-IGF-l^fc0^f?a3; (ng/ml) 

4Hcppia fgmm 

( M M) lB$ffi 3B^ 6BSW 1 2ffSjg 24BMW 4 81^ 



IGF-lj^gtt (ng/ml) 



0 


7. 


2 


8. 


9 


6. 


3 


0 




0 




0 


25 


3 0. 


6 


29. 


5 


9. 


6 


0 




0 




0 


50 


4 9. 


5 


4 2. 


1 


27. 


8 


0 




0 




0 


100 


5 2. 


8 


47. 


2 


3 1 




2 2. 


1 


2 5. 


6 


32 


200 


5 9. 


2 


5 1. 


7 


44. 


4 


4 2. 


1 


5 0. 


3 


50. 2 



[0 0 9 2] 

mi o] 

^10 4HCP-GSHl^h-IGF-lg^(^gtt (ng/ml) 

4HCP— GSH&S tg^&f?a 

lim lBffB 3&m 6&jffl 12« 2 4B$M 4 8B3ffi 

QiM) IGF-lgg^ggte (ng/ml) 

0 7. 2 8. 9 6. 3 0 0 0 

1 00 8. 4 1 2 10. 6 6. 1 6. 7 1. 4 

200 33. 3 37. 9 24. 7 20. 4 2 0. 9 27. 8 

[0 0 9 3] 
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MM®!* 

1 OW/V% DNA-Na (tt^tt-^DlS) *»*tC*HC 1 &2flJ*-T 
pH& 5JC88SELfc=b©&, S * I/- tflCT, 1 2 0 TCT? 3 B£|g|;tjlI&&JS U 

HbfeDNAM*© 1 OtezM&JR* (4HCPi:LT*&l lmg/kg/ 
B) feJ:tflO om^mWL (4 HCPtUllJlmg/kg/B) &W3SU 
© JBES© 3 Bfff ^e>^7K4»<k Sit (N= 9~ 1 0) „ MHIU&tcttzKSfi**: 

^X.fc (N= 1 0) . 



[00 94] 
[Hill 





mss. <%) 






wm cn=io) 


49.0±2.58 




49.8±1.16 




58 .2± 2.64* 



[0 0 9 5] 

( 1 ) ^ftfsa 



3 6 
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o 

[0 0 9 6] 

(2) $m 

[0 0 9 7] 

. i mmo^mmacD^ mmzm^t^. 7-5x01^1:1x1 o 6 ce 1 1 

s(Di-'J ^tMi&tgl. ^11 U&IZ 1 Omg/kg(Di/^^f 
lfil?E£-fe»\ ^^©IKTKIfM^IlI* (2ml) DDI %*ltmTJV7$. y (is? 

v*±go mt'PBs (-> (.B*mm*±m) z-w^om&fi^&Av, <t 
siMMinooorpm, 5#ra»i&#at&, ±m & mm. l t > # 

-n^f3r> 1 24$:x"i7X>r>^-D^=¥>l 2»ffiE LISA#yb (x> 
[0 0 9 8] 

A^»il8 Htfc, fcitf 1 2 B^V^XClSErt^^^-D-f^^ 1 

t/^n/o^y y<D^ y^-u^^-y i 2<Dm£.nm'&&tfu&>bft* mot 

[0 0 9 9] 



3 7 
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[*1 2] 







0^121 (pg/ml) 












8 B^ 


ND ND ND 


11.0 100.0 


25.0 


12Bf 




43.0 97.2 


66.4 



ND : *&t±»OT 



[0 10 0] 

lot, ^^n^>^7>-^>t^ 2/ ^ n 12/7- J >SI*f**^*, 4HCP 

[0101] 
[Hi] 
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tUM^mt 4 HCPMl©ii?:att@T^5. 
[S3] 

p H t. 4 H C P£j£:ft0)g§£i£^t-0-e&£o 
[04] 

ilOMSi: 4 A C P£jE&»(DH^£^-r0T&5o 
[i5] 

[06] 

2«Ji&B#l^£ 4 AC PMiCDH^^tET^S. 
[07] 

MB#|^£: 4GCPMI©S§l:^tSt$l>. 
[08] 

p H i: 4 A C P^i0ii5:^tST'fe§ o 
[09] 

p Hi:4GCP4^I©i§$:^t@ffeS„ 
[010] 

iammmti, 5 -^t: Kn^-2-/<>^-;i/£j&*©w£&s:^-r0-T? 



HilE#2 000-301625 



1 1 — 2 6 4 5 



[01] 



mm 




70 80 90 100 



120 




4 6 



2 0 0 0- 3 0 1 6 2 5 5 



1 1—264539 



[03] 



20 




o 



X 5 



o 1 1 1 1 1 ' 

4 5 5.5 6 6.5 7 
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50 60 70 80 90 100 110 120 
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[05] 
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3 



m§E#2 000-301 625 
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[07] 
10 




4 



&BE#2 000-301625 



1 1 — 2 6 4 5' 
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pH 




5 10 



15 
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1 1-264539 



mm] 
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4, 5 Kn^PS/- 2 1 4-KKD^ri/-2 



ffiSEW 2 000-301625 
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ffi m a 



(5 9 1 0 3 8 1 4 1] 



1. U^ftB 
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ffiSE# 2 000-3016255 



.ft. 



4 



